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AB The invention relates to processes for the preparation of a polymorph of 

Zolpidem hemitartrate. More particularly, it relates to the preparation of a 
non- hygroscopic polymorphic form of Zolpidem hemitartrate and 
pharmaceutical compns . that include the non-hygroscopic polymorphic form, 
designated as Form (I) of Zolpidem hemitartrate. The invention also 
relates to use of the compns. for treating anxiety, sleep disorders and 
convulsions. The invention also relates to a process for the preparation of 
Zolpidem or pharmaceutically acceptable salts thereof. 
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AB The present invention provides for novel polymorphs of Zolpidem 

hemitartrate and the preparation of the polymorphs. The Zolpidem hemitartrate 
are prepared as hydrates or solvates, e.g., Zolpidem hemitartrate 
methanolate or acetonate. For example, 5 g (17.7 mmol) of zolpidic acid 
was suspended in 50 mL of toluene and 0.15 mL of DMF and the mixture was 
cooled to 15-28°. Then, 1.7 mL (23.3 mmol) of thionyl chloride was 
added into the mixture at this temperature for 1 h, then it is stirred for 4 h 

at 

35-40°. After formation of acid chloride the thionyl chloride 
excess was removed by distillation The volume of the reaction mixture was 
adjusted 

to 50 mL by toluene, then it was cooled to -5-0°, and dimethylamine 
gas was introduced into the reaction mixture until the pH was 8.5-9.5. 
Precipitation of Zolpidem base started almost immediately. The suspension was 



cooled to -10- (-12)° and mixed for 1 h. The crude product was 
filtered and washed consecutively with toluene, 5% cooled water solution of 
NH4C03 and cooled water. The product was dried under vacuum to obtain 4.1 
g (yield 80%) Zolpidem base used in preparation of hemitartrate polymorphs. 
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